Thyroid carcinomas encompass a wide spectrum ranging from differentiated thyroid carcinoma (DTC) to poorly differentiated (PDC) and anaplastic thyroid carcinoma (ATC). DTC of both follicular (FTC) and papillary (PTC) types can progress to PDC and AC. The aim of our study was to evaluate if there is differential microRNA (miRNA) expression in various tumor subtypes during this progression. The miRNA profile of differentiated carcinomas (Follicular and Papillary) and ATC were compared with that of PDCs either by itself or in a background of differentiated carcinomas and anaplastic carcinomas. Unsupervised hierarchical clustering analysis revealed that FTC and PDC tend to cluster together in the absence of ATC. Interestingly, in cases with presence of all components i.e. FTC, PDC and ATC, the miRNA profile of poorly differentiated component clusters with that of the Anaplastic carcinoma component. miR-494 and miR-125a-5p were found to be differentially regulated in tumors with an anaplastic component and even the well-differentiated component (FTC) of these tumors were found to be aligned with the anaplastic profile. In addition, we also discovered some differentially regulated miRNAs in follicular variant of papillary thyroid carcinoma as compared to follicular thyroid carcinoma (miR-486-5p and miR-31).
Introduction
Micro-RNAs (miRNAs) are small non-coding RNAs of approximately 21-25 nucleotides that negatively regulate gene expression [1] [2] [3] . It is one of the largest gene families accounting for approximately 1% of the genome and regulate approximately 1/3 rd of all human genes [4] [5] [6] . and furthermore presence of insular component was an independent risk factor for distant metastasis 8 . PDC is associated with a prognosis worse than differentiated thyroid carcinoma but better than anaplastic thyroid carcinoma (ATC).
Micro
Micro-RNAs have been studied extensively in the context of thyroid carcinomas, especially well differentiated thyroid carcinomas [9] [10] [11] [12] [13] [14] [15] . These studies have also addressed the various diagnostic and prognostic implications of micro-RNAs in thyroid carcinomas.
Recently, Nikiforva et al showed that miR-187 was the most up-regulated miRNA in tumors harboring RET/PTC rearrangements and RAS mutations, however it's expression is much lower in tumors with BRAF mutation 10 . In the same study, it was also shown that hierarchial clustering revealed four distinct clusters of miRNAs; oncocytic follicular tumors, conventional follicular tumors, papillary carcinoma and medullary carcinoma 10 .
Interestingly, in the four cases of poorly differentiated thyroid carcinoma and anaplastic thyroid carcinoma that were studied, no distinct miRNA clustering was observed 10 . However, larger studies need to be done with respect to poorly differentiated thyroid carcinoma to identify specifically modulated miRNAs which could have diagnostic or prognostic implications.
The goal of this study was to analyse specifically the global miRNA profile in poorly differentiated carcinomas of thyroid as well as study changes that might occur in the context of progression of well-differentiated thyroid carcinomas to poorly differentiated and anaplastic carcinomas.
Material and Methods :
Case Selection (7), follicular variant of papillary carcinoma FVPC (6) and PTC (2). In addition 6 cases were pure PDC and 2 pure ATC.
Seventeen cases of DTC (9 FTC, and 8 PTC) only were also selected from the same period.
RNA Isolation
Formalin fixed paraffin embedded sections (FFPE) were 
qRT-PCR Replicate Studies
Individual microRNAs were assayed using replicate tumor type samples using TaqMan microRNA assay protocol (Applied biosystems, Grand Island, NY). miRNA expression levels were calculated by relative quantitation using Biorad CFX96™ Real-Time PCR detection system (Bio-Rad Labs, Hercules, CA).
Data Analysis and Statistical Analysis
Data analysis for miRNA expression profiling was done 
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